INTRODUCTION {#sec1-1}
============

Parkinsonism-hyperpyrexia syndrome (PHS), first described in 1981,\[[@ref1]\] is a rare but potentially life-threatening complication of the management of Parkinson\'s disease (PD).\[[@ref2]\] It is an outcome of central hypodopaminergic state which results due to abrupt withdrawal of dopaminergic drug in patients with PD.\[[@ref2]\] It is considered to be an underreported medical emergency that usually goes unrecognized due to its rare occurrence, and mild cases are often mislabeled as sepsis or worsening of parkinsonism.\[[@ref3]\] Clinical manifestations of PHS are very akin to neuroleptic malignant syndrome (NMS). The clinical picture is characterized by hyperpyrexia, rigidity, altered consciousness, dysautonomia, leukocytosis, and elevated creatine kinase (CK).\[[@ref2]\] When not recognized in time, PHS is associated with significant morbidity and mortality.\[[@ref2]\] Early recognition and prompt reintroduction of antiparkinsonian medications are keys to the successful management of this syndrome.\[[@ref4]\]

Existing literature on PHS is still limited. In this report, we present a case of PHS and review the existing literature.

CASE REPORT {#sec1-2}
===========

A 60-year-old male presented to the emergency department in a state of altered sensorium. Exploration of history revealed that he has been suffering from hypertension and hypothyroidism for the last 15 years and was diagnosed with PD 13 years prior to presentation. Since being diagnosed with PD, he had been on a combination of levodopa and carbidopa combination (100 + 25 mg respectively thrice a day) and had been taking the medications with good compliance and following up regularly with the neurologist. A day prior to presentation to emergency department, the patient met a minor road traffic accident in which he sustained minor abrasions on the forearms. There was no associated history of head injury, vomiting, or any loss of consciousness. Due to the accident, he missed the afternoon dose of his antiparkinsonian medications. On the same day evening, he appeared a bit drowsy, confused, and also developed low-grade fever. He also started talking irrelevantly and misidentified the family members. Due to this, his antiparkinsonian medications were stopped by the family members; however, other medications were continued. By the next morning, his condition worsened further, and developed fever, altered sensorium, and respiratory difficulty, following which he was brought to the emergency department.

In the emergency department, on examination, he was found to have high-grade fever (103°F), cogwheel rigidity of all the four limbs, diaphoresis, and altered sensorium. In view of the history and examination findings, possibilities of encephalopathy and NMS were considered and he was investigated accordingly. There was no history of intake of any psychotropic medications or intake of any licit or illicit substance during this period. On investigation, his hemogram, liver function test, renal function test, serum electrolytes, blood culture, urine routine microscopy, and urine culture did not reveal any abnormality. Computerized tomography (CT) of the brain revealed diffuse cerebral atrophy. His serum Creatine Kinase (CK) level was raised, i.e., 3500 IU (normal range: 26--308 IU). Over the next 48 h, the patient\'s clinical condition worsened despite starting of bromocriptine 2.5 mg thrice a day. Due to respiratory difficulty, he required ventilatory support. In addition, his blood pressure fell down, and he required intravenous fluids and inotropes. He continued in the same state for another 48 h. In view of lack of response and inability to find any specific cause for his condition, his history was reviewed. Careful history revealed that his symptoms followed discontinuation of the antiparkinsonian agents and, as a result, PHP was suspected and he was restarted on antiparkinsonian medications, i.e., levodopa and carbidopa combination (100 + 25 mg respectively thrice a day) along with tablet bromocriptine 2.5 mg thrice daily along with continuation of supportive measures. Over the next 48 h, gradually, his condition started improving. His rigidity reduced significantly, fever subsided, did not require any ventilatory support, sensorium improved, started recognizing his family members, and the CK level came down to 700 IU. By the end of 5 days of reinstitution of antiparkinsonian medications, he recovered completely and his CK level came down to 29 IU. He was discharged in an improved state from the hospital and has been maintaining well on the antiparkinsonian medications for the last 6 months.

DISCUSSION {#sec1-3}
==========

In the existing literature, PHS is also referred to as neuroleptic malignant-like syndrome (NMLS).\[[@ref1]\] PHS is a medical emergency, which mimics the clinical picture of NMS or sepsis and is often missed. Diagnosis often becomes clear if a careful history of discontinuation of antiparkinsonian medication is elicited. In the index case too, possibilities of sepsis and NMS were considered initially, although there was no evidence of any localizing signs and symptoms of infection and there was no evidence of receiving any medications which could be linked to NMS. The index case presented with high fever, muscular rigidity, altered sensorium, and autonomic instability and on investigation was found to have raised CK levels. All these occurred in the background of acute stoppage of antiparkinsonian medications. Further, reinstitution of antiparkinsonian medications led to marked improvement in the clinical picture over a short span. All these features are consistent with the clinical picture of PHS in the literature. Existing literature suggests that if the diagnosis of PHS is delayed, it can be associated with complications such as acute renal failure, aspiration pneumonia, deep-venous thrombosis/pulmonary embolism, and disseminated intravascular coagulation.\[[@ref2]\] In the index case, timely diagnosis prevented these complications.

The concept of "levodopa/drug holiday" was considered to be the common cause of PHS in the 1980s.\[[@ref6]\] However, drug holidays are not practiced anymore; hence, most of the cases reported in literature in recent times have been linked to discontinuation/reduction in the doses of antiparkinsonian medications. Overall, literature on PHS is limited. A PubMed search using keywords like "Parkinson Hyperpyrexia Syndrome" and "Parkinsonism Hyperpyrexia Syndrome" yielded twenty case descriptions \[[Table 1](#T1){ref-type="table"}\].\[[@ref1][@ref2][@ref3][@ref4][@ref5][@ref6][@ref7][@ref8][@ref9][@ref10][@ref11][@ref12][@ref13][@ref14][@ref15][@ref16][@ref17][@ref18][@ref19][@ref20][@ref21]\] In most of these cases, PHS was precipitated by withdrawal/reduction or alteration of antiparkinsonian medications, including ropinirole;\[[@ref12]\] withdrawal of deep-brain stimulation;\[[@ref9]\] or exhaustion of battery of deep-brain stimulator.\[[@ref8]\] In most of these reported cases, reinstitution of antiparkinsonian medications along with supportive measures led to improvement in the clinical picture in 15 h to about 2 weeks' time. However, mortality was reported in occasional case reports,\[[@ref6][@ref10][@ref11][@ref13]\] and one case required the use of electroconvulsive therapy.\[[@ref7]\] In the index case too, reinstitution of antiparkinsonian drugs along with supportive measures led to improvement in 5 days.
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Hypodopaminergic state is considered to be the underlying pathophysiology for PHS. Patients with PD are inherently dopamine depleted and hence, withdrawal of antiparkinsonian medication makes them more susceptible to PHS. The motoric manifestations of PHS are due to decreased dopaminergic activity in the nigrostriatal system. Hyperthermia is thought to be an outcome of hypodopaminergic state in dopamine pathways within the hypothalamus, i.e., preoptic area, the anterior hypothalamus related with thermal detection, and the posterior hypothalamus which generates effector signals. Dopaminergic depletion can also explain the altered mental status through modulation of mesolimbic and mesocortical pathways.\[[@ref7]\]

It is important to remember that the phenotypic presentation of PHS and NMS is similar, but PHS is a distinct entity in that it is precipitated by stoppage of dopaminergic agents in patients with PD.\[[@ref3]\]

CONCLUSION {#sec1-4}
==========

The present case report and existing literature suggest that patients with PD should be warned of the possibility of PHS and advised against abrupt withdrawal of antiparkinsonian medications. Further, whenever a patient with PD presents with acute deterioration of symptoms, a possibility of PHS must be considered and careful history of medication compliance needs to be elicited. When diagnosed, the immediate measures must include reinstitution of antiparkinsonian medications and supportive measures.
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